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AMENDMENTS TO THE CLAIMS 

The following listing of claims will replace all prior versions, and listings, of claims in the 
application. 

Listing of claims : 

1 (canceled). 

2 (currently amended). Tho mothodof claim 1, wh e rein said chronic pain is A method 
for treatino chronic oain selected from n e uropath i c pain, idiopathic pain 7 and pain 
associated with crush injury, constriction Initirv. burn pain, gout trigeminal neuralgia, 
causaloia. plexus avulsion, limb amputation, chronic alcoholism, vitamin deficiency, 
uremia, or hypothyroidism ^said method comprising administering to a subject in need of 
such treatment a composition comprising a MEK inhibitor selected from a compound of 
formula (\): 




X is NH; 
X 2 is O t or S; 

X» isH.QH. SH.orNHFL: 
Rf is H or C alkvl: 
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each of R 1 and R, is independently selected fro m H. F. NQ g . Br and CI: 
Rj ca n a ls o be SO ? NR ft R H , or R 1 and R> together with the benzene ring to which thev are 
attached constitute an indole, isoin dole. benzofuran. benzothiophene. indazole. 
benzimidazofe. or benzthioazole: 

R3 is H or F; 

each of R n . R Hl and a, is independently selected from H. CI and CH,: 
and 

wherein each hydrocarbon radical above is optionally substituted with between 1 and 3 
substituents independently selected fro m halo, hvdroxvl. amino, famino)sulfonvl. and 
NOa; and 

wherein each heterocycl ic radical above Is opttonallv substituted with between 1 and 3 
substituents ind ependently selected from halo, C ^ alkvl. C ^ cvcloalkvl C ^ alkenvl. C 
^ alkynyl. phenyl, hvdroxvl. amino, (amino teulfonvl. and NO £ . wherein each substituent 
alkvl. cvcloalkyl. aJkenvi . alkvnvl or Phenyl Is in turn optionally substituted with between 1 
and 2 substituents indep endently selected from halo. C ^ alkvl, hvdroxvl. amino: and 
NO* 

or a pharmaceuticals acceptable salt or C ^ ester thereof . 
3 and 4 (canceled). 

5 (original). The method of claim 2, wherein said chronic pain is associated with 
chronic alcoholism, vitamin deficiency, uremia, or hypothyroidism. 

6 (original). The method of claim 2, wherein said chronic pain is associated with 
idiopathic pain. 

7-9 (canceled). 

10 (currently amended). The method of claim 1 claim 2 . wherein is bromo or chloro. 
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11 (currently amended). A method of elalm4 claim 2. wherein R 2 is fiuoro. 

12 (currently amended). A method of cfaim - 4 - claim 2. wherein R 3 ls H. 

13 (original). A method of claim 12, wherein each of R 2 and R 3 is H. 

14 (currently amended). A method of claim-l claim 2 , wherein each of R 2 and R 3 is 
fiuoro. 

15 (original). A method of claim 14, wherein is bromo. 

16 (original). A method of claim 14, wherein R 1 is fiuoro. 

17 (currently amended). A method of slam4 claim 2 . wherein R 2 is nitro. 

1 8 (original). A method of claim 1 6, wherein R 3 is H. 

19 (currently amended). A method of etem+ dajrn2, wherein R 4 is chloro. 

20 (currently amended). A method of otalm^- claim 2. wherein R 4 is methyl. 
21-24 (canceled). 

25 (currently amended). A method of elataU. claim 2 , wherein X 2 is OH, SH. or NH 2 , 

26 (currently amended). A method of cla i m 1 - claim 2. wherein X 2 is NHCH 3 or OH. 

27 (currently amended). A method of eteHffl4- claim 2 . wherein said MEK inhibitor feas-a 
structure is selected from: {54lu oro a (1H totrazol 5 y l ) phonyl] ( 4 iodo 2 mothyl ■■ 
phe ny l ) am i n e : [2,3d i fluoro - 6 - (1H - totrazol 5 y l ) phony l Hl - iodo 2 mothy l phony!) amino; 
f44Qd o ^ 2^ e feyl - p^ 5 y l ) phonyl] amino; M - bromo - 2.3 - 
d i fluoro - 6 - (lH - t0trazol - 5 - y l ) ^ phonyq (4 iodo 2 mothyf - phony l ) - amino; [5 - fluorcM " nitro 2 
(1H totFQgo l- ^ l)- ph 9 ny l ] - (^ - iodo - 2 - mothyl phonyl) amino; [2 (14 - dim e thyM,5 - dlhydro - 
oxagol - 2 - yt) - 5 - f l uoro - phony l ] - (4 i edo - 2 - m e thyl - phonyl) - amino; [6 - ( 4 , 4- cnmothy l^4 i g- 
dihydro - oxazof - 2 - y l ) - 2,S^ i^ re - ph 9 ny l I - ( 4- todo - 2 - roothyl ^ phony l ) aminoj -ES-frM- 
dimotMA5^^rcK)xazo l ^ - y l ) ' 2.3. 4- t i ^ 
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[4 - bromo - 6 - (4 ,4 - dim e thyl - 4,5 - dihydro - oxazo l- 2^ (4 i odo - 2 - mothyl ' 

phonyl) - am i ne; [2 - ( 4 , 4- d i mothyl -4 t 5 - dihydro oKaaol ^ 2 - y)) - 5 - fluoro -4- nitro - ph e nyT[ - (1 - Ioc l o - 

2 mothyl ' phony I) ■ amino; 5-[4^fluoro~2-(4-iodCH2"methyf-phenylaminQ)-phenyl]- 

[1 ,3,4Jthiadiazol-2-ol; 5-[3,4<iifluoro-2-(4-iodo-2-methyl-ph©nylamino)^henyl]- 

[1 ,3,4}thiadiazol-2-ol; 5"[3,4,5-trifluoro-2-(4-iodo-2-methyI-phenylamino)-phenyI]- 

[1,3,4]thtadiazol-2-ol; 5-t5-bromo^ I 4-drfluoro-2-(4-iodo-2^ethyJ-phenylamino)-ph 

[1 ,3,4)thiadiazol-2-ol; 5-[4-fluoro-2-(4-iodo-2^©thyI-phenylamino)-5-nitro-ph 

[1 ,3,4]th!adiazol-2-ol; 5-[4-fluoro-2-(4-iodo-2^emyI-phGnyIamino)-phenyl]- 

[1,3,4Ioxadiazol-2-ol; 5-[3.4Kiifluoro-2-(4-iodo-2^ethyI-phenylamino)-phenyll- 

[1,3,4]oxadiazol-2-ol; 5-[3 l 4 l 5-trifluoro-2-(4-iodo-2-m6thyl-ph©nylamino)-phen 

[1 .S^Joxadiazol^-ol; 5-[5-bromo^ f 4-dlfluoro-2-(4-iodo-2-methyf-phenylaniino)-phenyl]- 

[1 ,3,4]oxadiazol-2-ol; and 5-[4-f luoro-2-(4-iodo-2-meihyl-phenylamino)-5-nitro-ph©nyl]- 

[1 ,3,4]oxadia£ol-2-ol; 5 [A f l uoro Q (4 i odo 2 - m e thyI - phonytamino) phony l >^1H - 

[1 ,2, 4 Itr i azol - 3 - ol; 5 - [3, 4 <nf l uoro - 2 - (4 - iodo « 2 - mothy l phony l am i no) - phonyl> 4 H - 

[1,2, 4 ]triazo l- 3 - ol; 5 - [3, 4 ,5 - trif l uoro 2 {A iodo 2 methyl - ph e ny l ar^ R G ^- pto Ry l]^ ^ 

[1 ,2, 4 ]triazo l- 3 - o(; S - tS - bromo - a^diffuoro - a^ i odo 2 mothyUphony l amiflo) - phofly q^4 44 > 

[1.2,4]triago l- 3 - ol; and 5 - M - fluoro - 2 - (4 - iodo - 2 mothyI - phony l amino) - 5 nitro - ph e nyl] -4 H - 



28 (currently amended). A method of etetan-1 claim 2 . wherein said MEK inhibitor haea 
GtftiGtw© is selected from: 5-[4-f[uoro-2-(4-iodo-2-methyI-phenylamino)-phenyi]'- 
[1 l 3 p 4]thiadiazo!-2-ylamine; 5-[3,4-Difluoro-2-(4-iodo-2-methyf-phenylamino)-phenyl}- 
[1 .S^Jthiadiazol-^-ylamine; 5-[3,4,5-Trifluoro-2-(4-Iodo-2-methyI-phenylamino)-phenyr|- 
[1,3,4]thiadiazol-2-ylamine; 5-[54)rx>mo-3 l 4-difluoro-2-(4-iodo-2HTiethyl-phenylamino)- 
phenyl]-[1.3,4]thiadiazol"2-ylamine; 5-[4-fluoro-2-(4-iodo-2-methyl-phenylamino)-5-nitro- 
phenyl]-[1 ,3,4]thiadiazol-2-ylaniine; 544-Fluoro-2-{4-iodo-2-methyi-phenylamino)-phenyl]- 
[1,3,4]oxadiazol-2-ylamine; 5-[3 1 4-difluoro-2-(4-iodo-2-methy[-phenylamino)-phenyl]- 
[1,3,4]oxadiazol-2-ylamine; 5-[3A5-trifluoro-2-(4Hodo~2-methyH3h^^ 
n,3,4]oxadiazQl-2-ylamine; 5-[5-brx>mo-3 l 4HJif)uoro-2-(4-iodo-2-methyl-phenylamino)- 
phenyl]-[1 .S^oxadiazol^-ylarnine; 5*[4-fluoro-2-(4-iodo-2-methyt-phenylamino)-5-nitro- 
phenyi]-[1 ,3.4]oxadiazol-2-ylamine: 5 - [ 4- fluoro - 2 - ( 4- lodo 2 mothyl - phQnylam i no) - phonyl] 
4 H - [1,2, 4 jtr i azol - 3 - ylamino; 5 - [3, 4- d i f l uoro ' 5 (4 -i odo - 2 - mothy l phonylam i no>phony l HH - 
[1 ,2,1]triaso l 3 ylam'm e ; 543>4,5 - tr i fluoro - 2 - ( 4- iodo - 2 - mothyl - phony l am i no) - ph e nyl] -4 H - 
[1 ,2v 4 ]triazo l 3 ylamino;^^t^me - 3 7 4 - dffl^ 

ph 8 ny l HH - [1.2,4]triazol - 3 - ylam i no; 5 - [ 4- f l uor - o » 2 ' (4 iodo g mothy l phonylam i no) 5 nitro 
p h e ny l H^H - 'tf T 'lltr i azo l- S - ylam i n e ; 5-[4-fluoro-2-(4>iodo-2-methyl-phenylamino)-phenyl]- 
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[1 ,3,4]thiadiazole-2-thiol; 5-[3,4-dif luoro-2-(4-lodo-2-methyl-phenylam ino)-phenyiJ- 
[1,3,4]thiadia20le-2-thiol; 5-[3A5-trrfluoro-2-(4-iodo-2-methyl-phenyiamino)-ph 
[l.^thiadiazole^-thiol; 5-[5-bromo^-difluoro-2-(4Hodo-2-m^ 
phenyl]-[1 ^^Jthiadiazole^-thiol; 5-[4-fluorx)-2-(4-iod(>2-methyl-phenylarnino)-5-nrtrD- 
phenyI]-[1,3,4]thiadiazo!e-2-thiol; 5-[4-fluoro-2-(4-iodo-2-methyl-pheriylaniino)-phenyl]- 
[1,3,4]oxadia20le-2-thiol; 5-[3,4-difluoro-2-(4HOdo-2^ethy[-phenylamino)-phenyl]- 
[1,3,4]oxadiazole-2-thiol; 5-[3 f 4 f 5-trifluoro-2-(4-iodo-2-m©thyl-ph©ny[amino)-phen 
[1,3,4]oxadiazole-2-thiol; 5-[5-bromo-3 > 4-d]fluoro-2-(4HOdo-2-memyl-phenylamino)- 
phenyl]-[i ,3,4]oxadiazole-2-thiol; and 5-(4-fluoro-2-(4-iodo-2-m©thy(-phenylamino>-5-nitro- 
phenyl]-[1,3,4]oxadia2ole-2-thiol; 5 - [4 » f l uo r o - 2 - (4 ■ iodo ' 3 ' mothy l ■ phony l am i noyphony l ) ' 
4H-ftA4}tFlcgQte 3 th i o l ; 5 - [3, 4- d i fluoro 2 (4 iodo - 2 mothy l phpny l amino) ' phony l HH 
[l,2,1]triazole - 3 - th i ol; 5 - [3A5 - tri1[uoro - 2 - (^'odo . 2 mothy ^h o ny la m f n o > phonyl] ' 1H . 
[l^jtFiazofo - S ^ th i ohS ' IS ^ bromo 3,1 difluoro 2-(4-iodo 2 m e thy l- phonylaminolphonyi] 
4H - [1,2.1]triazo te- 3 - thlol; and 5 - [ 4 4Iuoro - 2 » (4 - iodo 2 mothyl - phony l amtftQ^^itftv 
ph9ny l HH - [l,a,4ltri«olo - 3 - thlo l. 

29-31 (canceled), 

32 (currently amended). A method of stew^ cbjm 2. wherein sard MEK inhibitor bas-a 
efcugtw e is selected from: 2^ - b i6- (2 - chloro -4- iodo - phony l am i no) - 3fIuoro5 - nitro - benzoio 
aGidf 5-[3,4dKluora-2-(4-iodo-2-methyJ-phenylamino>-phenyl]-[1,3,4]oxadia^ 
5-[44!uoro-2-(4-iodo-2-methyl-phenylamino)-phenylH1|3,4]oxadiazol-2-ol; (2.3-difluoro-6- 
[1 i a f 4Joxadiazol-2-yl-phenyl)(-(4-iodo-2-methyl-phenyl)-amine; and 5-[3 p 4-drfluoro-2-(4- 
iodo-2-methyl-phenylamino)-phenyT|-[1 ,3,4]oxadiazole-2-thio|; 5 - [3/dif l uoro^4l - iQdo - 2 - 
mothyi . phony l amino) ph B nylHH - [1 T 2^]tr i agolo - 3 - y l amlno; and 5 - [3, 4- dif l uoro - 2 - ( 4- iodo - 
3 - mothyl ph e nylamino) - phony l ] A H fr 1>2i 4 } t» azo le- 3 - th i o l. 

33 (canceled). 

34 (new). The method of claim 2, wherein the chronic pain is associated with crush 
injury or constriction injury. 

35 (new). The method of claim 2. wherein the chronic pain is associated with bum 
pain, gout, trigeminal neuralgia, causalgia, plexus avulsion, or limb amputation. 
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